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TTTGTAAAGATTCTATTAACTCATTTGATTCAAAATATTTAAAATACTTCCTGTTTCACCTACTCTGCTATGCACCCGC 
GGAACATTATTATAACGTTGCTCGAATACrAACTGGTACCTCTTCrTTTTTTlTTGATATCCTGCAG ^ , 
Exons10-24 , 
ACTTCACTTCTAAIGATGATTATGGG/iGAACTGGAGCCTTCAGAGGGTAAAATTAAGCACAGTGGAAGAATTTCATrCT 
GTTCTCAGTTTTCCTGGATTATGCCTGGCACCATTAAAGAAAATATCATCTnGGTGTTTCCTATGATGAATATAGATA 
CAGAAGCGTCATCAAAGCATGCCAACTAGAAGAGGACAICTCCAAGTTTGCAGAGAAAGACAATAIAGTTCTTGGACAA 
GGTGGAATCACACTGAGTGCAGGTCAACGAGCAAGAATTTCTTTAGCAAGAGCAGTATACAAAGATGCTGATTTGTATT 
TATTAGACTCTCCTTrTGGATACCTAGATGTTTTAACAGAAAAAGAAATATTTGAAAGCTGTGTCTGTAAACTGATGGC 
TAACAAAACTAGGATTTTGGTCACTTCTAAAATGGAACATTTAAAGAAAGCTGACAAAATATTAATTTTGCATGAAGGT 
AGCAGCTATTTTTATGGGACATTTTCAGAACTCCAAAAICTACAGCCAGACTTTAGCTCAAAACTCATGGGATGTGATI 
CTTTCGACCAATTTAGTGCAGAAAGAAGAAATTCAATCCrAACTGAGACCTTACACCGTTTCTCATTAGAAGGAGAlGC 
TCCTGTCTCCTGGACAGAAACAAAAAAACAATCTTTTAAACAGACTGGAGAGTTTGGGGAAAAAAGGAAGAATTCTATT 
CTCAATCCAATCAACTCTATACGAAAATTTTCCATTGTGCAAAAGACTCCCTTACAAATGAATGGCATCGAAGAGGATT 
CTGATGAGCCTTTAGAGAGAAGGCTGTCCTTAGTACCAGATrCTGAGCAGGGAGAGGCGATACTGCCTCGCATCAGCGT 
GATCAGCACTGGCCCCACGCTTCAGGCACGAAGGAGGCAGTCTGTCCTGAACCTGATGACACACTCAGTTAACCAAGGT 
CAGAACATTCACCGAAAGACAACAGCAICCACACGAAAAGTGTCACTGGCCCCrCAGGCAAAC^ 
TATATTCAAGAAGGTTATCTCAAGAAACTGGCTTGGAAATAAGTGAAGAAATTAACGAAGAAGACITAAAGGAGTGCTT 
TTTTGATGATATGGAGAGCATACCAGCAGTGACTACATGGAACACATACCTICGATATATTACTGTCCACAAGAGCTTA 
ATTTTTGTGCTAATTTGGTGCrTAGTAATTTTTCTGGCAGAGGTGGCTGCTTCTTTGGTTGTGCTGTGGCTCCTTGGAA 
ACACTCCTCTTCAAGACAAAGGGAATAGTACTCATAGrAGAAATAACAGCTATGCAGTGATTATCACCAGCACCAGnC 
GTATTATGTGrrTTACATTTACGTGGGAGTAGCCGACACTTTGCTTGCTATGGGATTCTTCAGAGGTCTACCACTGGTG 
CATACTCTAATCACAGTGTCGAAAATTTTACACCACAAAATGTrACATTCTGTTCTTCAAGCACCTATGTCAACCCTCA 
ACACGTTGAAAGCAGGTGGGATTCTTAATAGATrCTCCAAAGATATAGCAATTTTGGATGACCTTCTGCCTCTTACCAT 
ATTTGACTTCATCCAGTTGTTATTAATTGTGATTGGAGCTATAGCAGTTGTCGCACTTTTACAACCCTACATCTTTGTT 
GCAACAGTGCCAGTGATAGTGGCTTrTATTATGTTGAGAGCATATTTCCTCCAAACCTCACAGCAACTCAAACAACTGG 
AATCTGAAGGCAGGAGTCCAATTTTCACTCATCTTGTTACAAGCTTAAAAGGACTATGGACACTTCGTGCCrTCGGACG 
GCAGCCTTACTTTGAAACTCTGTTCCACAAAGCTCTGAATTTACATACTGCCAACTGGTTCTTGTACCTGTCAACACTG 
CGCTGGTTCCAAATGAGAATAGAAATGATTTTTGTCATCTTCTTCATTGCTGTTACCTTCATTTCCATTTTAACAACAG 
GAGAAGGAGAAGGAAGAGT7GGTATTATCCTGACTTTAGCCATGAATATCATGAGTACATTGCAGTGGGCTGTAAACTC 
CAGCATAGATGTGGATAGCTTGATGCGATCTGTGAGCCGAGTCnTAAGTlCATTGACATGCCAACAGAAGGTAAACCT 
ACCAAGTCAACCAAACCATACAAGAATGGCCAACTCTCGAAAGTTATGATTATTGAGAATTCACACGTGAAGAAAGAIG 
ACATCTGGCCCTCAGGGGGCCAAATGACrGTCAAAGATCTCACAGCAAAATACACAGAAGGTGGAAAIGCCATATTAGA 
GAACATTTCCTTCTCAATAAGICCTGGCCAGAGGGTGGGCCTCTTGGGAAGAACTGGATCAGGGAAGAGTACTTTGTTA 
TCAGCTTTTTTGAGACTACTGAACACTGAAGGAGAAATCCAGATCGATGGTGTGTCTTGGGATTCAATAACTTTGCAAC 
AGTGGAGGAAAGCCTTTGGAGTGATACCACAGAAAGTATTTATTTTTTCrGGAACATTTAGAAAAAACTTGGATCCCIA 
TGAACAGTGGAGTGATCAAGAAATATGGAAAGTTGCAGATGAGGTTGGGCTCAGATCTGTGATAGAACAGTTTCCTGGG 
AAGCrTGACTTTGTCCTTGTGGATGGGGGCTGTGTCCTAAGCCATGGCCACAAGCAGTTGATGTGCTTGGCTAGATCTG 
TTCTCAGTAAGGCGAAGATCTTGCTGCTTGATGAACCCAGTGCTCATTTGGATCCAGTAACATACCAAATAATTAGAAG 
AACTCTAAAACAAGCATTTGCTGATTGCACAGTAATTCTCTGTGAACACAGGATAGAAGCAATGCTGGAATGCCAACAA 
TTTTTGGTCATAGAAGAGAACAAAGTGCGGCAGTACGATTCCATCCAGAAACTGCTGAACGAGAGGAGCCTCTTCCGGC 
AAGCCATCAGCCCCTCCGACAGGGTGAAGCrCTTTCCCCACCGGAACTCAAGCAAGTGCAAGTCTAAGCCCCAGATTGC 

Histidine log Slop 

TGCTCTGAAAGAGGAGACAGAAGAAGAGGTGCAAGATACAAGGCTTCATCATCATCATCATCATTAG 

FIG.43B 
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Repair of Factor VIII 
Preliminary results from one experiment 

FVlll activity in Exon 16 FVII-KO mice 
after IV PTM-FVII intraportal infusion 
(100wDNA)(n=3) 



Methods 

Normal=1000 mU/ml) '"iec^ P'asmid intraportolly 

Sample Blood (1,2.3,20 d) 
t 

Assoy for factor VIII activity 
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Trans -splicing in SiHa Transf actions 
(Endogenous target) 

PTM % trons-spliced 

pcDNA3.1 0 

HPV-PTM1 0.16 

HPV-PTM5 0.12 

HPV-PTM6 0.11 

CF-FrM27 0 

Quantification of fra/is-splicing efficiency using real-time QRT-PCR 



FIG.61 
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SMoRT Strotegy by 3' Replocement; Schematic dioqram of o 
PTM binding to the 3 splice site of the HPV mini-gene torget 



5' l HPVExonI HPV Exon 2 f -o3' Cfe-spjiced 

Poly A 



5'ss C'is- 
5' I HPV Exon 1 i GU 



3'ss 
PPT ( 



^Smi^UmmlJt^^' ^ 1 TARGET 
00 5' Poly AJ 



Spacer ^ ppj^^l 

— ffl>— ^AG l DT-A M 3' 

Trans- 1 ^ 



m-m 



5' I HPV Exon 1 



DT-A h »3' 



Trons- spliced Chimeric mRNA ^^^^ ^ 

FIG.66A 



SMoRT Strategy by 5' Exon Replocement: Schematic diogram of o 
PTM binding to the 5 splice site of the HPV mini-gene target 

5ss 3'ss 5'ss 3'ss 

5' npvm- ] ^ ' L r j,7 r [ w^r^^ . target 

Poly A 



ATG 



5'ss 
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7r(7fl5- spliced Chimeric mRNA ^'^'^ A 



FIG.66B 
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